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DR. MATSUMURA: I think it is a separate

: question of what should we_rechmgng for,abdqminal

films in clinical care of patienﬁs, and in response
to the question of why there are few abdominal
films, I think many clinicianS“Will_lOdk at the
data and say you have identified two fractures by
films, 0.4 percent in the pivotal study; no
clinical consequences. And, I think they may
regard an abdominal film as perhaps something they
will get as a baseline in case something happens,
but not to be doing it withvag_frequen;,intervals
or same intensity as we were doing in this research
study where we want to capture anything that might
happen in these rare events.

DR. PINA: You are not planning on
including that?

DR. MATSUMURA: Do you want to address the
labeling?

MR. WILLIAMS: We will share, as part of
the physician training and labeling, what the
clinical experignqgvhas’bgen and‘the Qbyiqus
benefits of rigorous follow-up. What is actually
clinically apéiied‘aﬁd”clinically practiqal; as Dr.
Matsumura refers to, really does come down to
physician judgment, but I think it would be the
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responsible thing for the sponsor to share the
advantages of the clinical research learhing and
that has provided us with a higher level of
rigorous follow-up. | |

DR. PINA: I have no further questions.

DR. MATSUMURA: I know you want the break,
but to go back to your impressibnkon thé Atiahtak’w
case, I do remember this very clearly because I had
a phone conversation about this. The PI was called
because the CT scan had this;impression'of lumen
thrombus within’the graft; ran qgwn toMlgokragkthe
film; ran up to see the patient; and it was the

PI’'s impression that none of the symptoms that the

thrombus. There Were‘pulses”in'fhé feet. The
patient didn’t have symptoms referable to limb
occlusion. 8o, I think it was thét éliniéian’s
impression that those sympﬁoms were not'referab1e
to that lumenal thrombus.

DR. PINA: Well, they didn’t actually

should have a normal heart. I am using that as an
example of somebody if you have‘a transplaht;
supposedly if they are not rejecting it their heart
is still functionally normal, which is different

| MILLER REPORTING COMPANY, INC.
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than your other population which has pretty sick
hearts, it sounds like.

DR.. LASKEY: Is that it? We are late in
the fifth set aﬁd we have a lot of work to do here.
There is some“importantadiscussion. So, I would
suggest we make a ten-minute break please, and if
we can all convene at'4:20'we can‘gét onto the
panel recommendations.

[Brief recess]

DR. LASKEY: Thank you for your
promptness. At this point, we would like to hear
the quest;onﬁjagain 80 the panel can go through the
process here. I am going to relieve our very
responsive people at the table. 1f you all could,
please step back from the table now; take a break.
We would like to have the questions posed to the
panel.

If I might, I would like to summarize
where we are on each of the points put to us, and
to try to summarize consensus ‘and dissent. With
respect to the first question, the primary safety
endpoint was the rate of'majér“ééﬁpliéaﬁionSby 12
months. The data areApreéented'for indi#idual |
adverse events. Analyses are‘prdvided for'riskk
factors. Summary“of'thef24—mdnth_resu1tékis:alsc
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included. Piéééé comment on whether th
the clinical study provide reasonable assurance of
safety in the intended population.

At the outset, I héve:to say that I don’t
know who the intended population is. It was never
clear to me, as I believe Dr. Roberts was getting
at and a number of other people were getting at.

How many people are in the box at the very top of
this schematic diagram? Before YOu“gét'to the
decision poifit as to whether they go into the
control arm or the EBE arm, really how many =
patients were‘in the béx beforelthat that then~led‘
to this decision path?

Furthermore, it was always clear to me
that everyone needed to be a surgical candidate,
and that needs to be reflected in our thinking.

Members of the panel, is it fair to say
that based on what we have heard today with respect
to the safety endpoint the sponsor has met_the,goal
of demonstrating safety? It certainly appears from 
the K-M curves, if that is the primary endpoint
analysis, as well as the cumulative event rates
that the adverSe‘eyent ;ate Was certain1y
significantly higher in the Surgicalicohtfdltarm“
than in the EBE arm. Sd,'do'ﬁe'have consensus on

MILLER REPORTiNc COMﬁAﬁY,'iNC;’;  “M;Nw
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1 flthat point? I think so. Good.

N Nﬁmber two, primary“effectiveness;elvcan't
3 strictly say efficacy because it is@not a
4 lrandomized trial, but priméry”éfféCﬁiYQﬁgégu’
5 ] endpoint of the clinical study was exclusion of the
6 [[infrarenal abdominal aortic aneurysm from the blood
7 Jcirculation, defined by absence of aneurysm =
8 Jenlargement and endoleaks, as evaluated thfgugh 12
9 |months. Additionally, data regarding potential
10:"problem8'assbciated with endovascular'treatmeht are
'lik presented. A summary of 24-month results is also
12 included. Plﬁase comment on'wthhe?“the re$g1tsﬁQf

13 jthe clinical study provide reasonable assurance of

14 effectiveneSS“in‘the_intended population.

’15 Again, I think we need to be very clear

16 Jabout the intended population, that every single

17 jone needed to be a surgical candida;e.; Secondly, I
18 |took away a significant amount of concern, if not
’19 dissent, that the primary effectiveness endpoint

20 ||was not met to the level of statistical rigor

21 [defined prospectively, as'diééhéééahbywaffﬁhffé;W”
22 ||Dr. Grey and others. That is from a statistical

23 standpoint.“"Fféﬁwthe'ciiﬁiéélwétéﬁdpbiﬁt,'ié the

24 |80 percent efficacy satisfactory to the panel?

25 |And, are we happy with the disparity in the unit of
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analysis that went into the derivation of that =

number? I think not but can we have some

"discussion?
DR. COMEROTA: I will kick off the
discussion at some risk. I think it is fair to say

objectively there are not statistical results which

would support efficacy. Thatwhaskbeen,decidgd,on

the basis of the sponsor s 1dent1f1catlon of what

their endpoint was to be at the beglnnlng of the
trial, which'was a'rather high bar to set. If we
look at were the efficacy endpoints reasonable and

clinically meaningful, I think the answer would be

lyes. Dr. White pointed out discrepancies in ways

of evaluating the numbers of patients at 12 months

by the core lab versus the investigators. The

absolute numbers are reduced by the‘core lab
report. The percentage, however, reporting
endoleaks does not change.

So, if we can assume that that is a
reasonable look at the overall test group, then
efficacy still does not reaChcstatisticélydeéf.
But from a clinically meaningfu1‘pefspectiVe;'it
probably does.

DR. BAILEY: Could I just bring up one

question that I may have asked but I am now

MILLER REPORTING COMPAN ;MINC:,Hc,ﬁ“ﬂcfiyﬂcw, I
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confused again? Dr. White has educated me on how

confused I should have been about the denominators,

but I would like to inquife”oncefmdréjabout the
numerator for that efficacy."I am sorry that the
company has had to step ba@k},bggwi£ aWpatient:had
an endoleak at six months and it was treated, and
they also came in at 12 months and it was seen to
be negative with no endoleak at 12 monthé, are they
in the numerator or not?

DR. COMEROTA: I don’t think so. The
answer to that would be no.

DR- BAI5EY?'MTﬁ“dthéffW§f&éf éffidééymthén“'

from that point of view is defined as no endoleak

"that cannot be treated within the first 12 months;

that it is absent at 12 months?

DR. COMEROTA: An endoleak is absént at 12
months.

DR. BAILEY: Yes, but it may have to be
treated in the interim.

DR. COMEROTA: If it was treated at six
months and it is no longer present at 12 mdnths, it
iis absent at 12 months.
| DR. BAILEY: Righi, and that is the

definition of efficacy that we are dealing with.

DR. LASKEY: I suppose we can go back to

MILLER REPORTING COMPANY, "INC. 7
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the panel p@ckkaﬁdkséé”h0w”éffiéacy ié defined.
Was it a time to event or,waé it a cumulati&e
event? In which case, I guess there is censoring

involved.

" DR. BAILEY: I am okay with that
definition. It just needs to be up front that
efficacy is not absence of ever having a leak; it
fis that you may have a leak but if you can treat it
and it is gone at 12 months, then that is
considered a success.

DR. COMEROTA: Or if it is identified, not

jtreated and gone.

DR. BAILEY: Or if it is identified, not
treated and gone, that is a success.

DR. LASKEY: Further discussions on
efficacy? I am not sure we are going to, nor
should we get around this issue of statistical

versus clinical significance. I think people will

vote with their feet on that one.

" DR. WHITE: Let me just respond to Tony,

and that is that not only did they‘not make the
statistical efficacy but, more s§, theylack of
evaluation of 30 percent of thé'patients for at
least one of the endpoints, theﬂendoleék‘business,

means that there is an underestimation even of the

MILLER REPORTING COMPANY
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numerator and we know the minimum number of
patients.
We also know, as I believe Dr. Freischlag

pointed out or maybe it was Dr. Najarian, that in

the second year there are actually more of these

appearing and worsening of the”éiié“qf the
aneurysm, mdfé“éﬁlgjgements. It seems to be
progressive over the second year. So, when we ask
ourselves is it clinically important that they’meet
[ the 80kperCent”afbitrary number, I find the fact
that they failed in that regard to be very
significant and I would not, as Tony is suggesting,
dismiss the importance of the statistical efficacy.
I think we are missing a big chunk of théSe
patients and we could be Surprised”WitH”§0ﬁé$réaliy
bad numbers if we knew‘théHWHaig&ﬁﬁﬁEéféfwgWW%HW“

DR. LASKEY: 1In fact, the point estimate
might be well below 80 percent.

DR. WHITE: Right.

DR. LASKEY: Third question--

DR. ZUCKERMAN: Dr. Laskey, this point
about what the panel believes about clinical versus
statistical efficacy is an important one for any
approval decision, etc. So),ié i£”poé§ibie to hear
from other panei members op;this point?
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DR.‘PERLERE”‘Wéilfif@ﬁéQé é §ﬁé§t{5ﬁ;n'is'm*
historical precedent of relevance here in terms of
other devices and where the threshold was set in
terms of clinical andFStatistiqal efficady? If
that is an inappropriéte question, T withdraw it.
If it isn’t,inapprépriafe, whét was that threshold?

DR. ZUCKERMAN: ~Each PMA should stand on
its own. I think why we are at a;panel meeting
here is that it is obvious that the primary
endpoint was not met from a statistical basis, but
there is a wide amount of historical literature now
available. ;Sq,‘yqu,arglagked‘§§ pape1kexperts to
comment on the observed results with their

confidence intervals and make a guesstimate as to

[|what you think of it.

DR. LASKEY: Warren, can I ask you a

{question?

DR. LASKEY: Yes?

DR. AZIZ: This is the 40 patients in whom
the CT scan could not be intefpfétéd'fbr'éhdéleéks.
It may have bee at six months or a year. I ddnft
mean to sort of cloud the argument ‘but c¢u1d those
40 patients--could we ask them to, in the near
future, repeat the CT scans or wcﬁid‘that muddy the

water? I mean, it is not like it can't be done.

Washlngton, D.C. 20003-2802
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DR. LASKEY: 'Well, it is certainly off
protocol to do it at‘this‘point. I‘guess, frém my
standpoint where the rubber meets the road heré;
the decision that we have to make is based on the
adequacy of the primary data. If we’dé not have an
adequate number of evaluable patients, and 80
percent is usually the magic number in our business
for restenosis studleé for example,‘lf you don’tu‘
have an evaluable number of patients, then the
point‘estimaﬁe you come up with is highly
uncertain. And, I think that is what we are
struggling with here. The core lab study numbér,is
not adequate for our standards_t¢kmake,afmeaningful
decision. That I think is at the heart of it. So,

doing the studles at this p01nt I don’‘t think would

e terribly helpful. 1Is the agency satisfied with

that deliberation Of”statiStié$I Vérsus“é1iﬁiéél?w .
We need an adequate database to make an informed
decision.

DR. ZUCKERMAN: Right. What I would like
to know, from the agency’s viewpoint, is whether
that is the consensus opinion of the panel for
answering this question, or is there a significant
amount of division;

DR. FREISCHLAG: T guess what T am

MILLER REPORTING COMPANY, INC
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1 Jwrestling with is I wouldn’t have a problem if they

2 |llwere close if we had all the data. I guess that is
3 [|everybody else’s point. If we had every single
4 npiece of data and they missed it by‘a'littlé,4then

5 | I guess I would go into the biological versus the

6 ||statistical and feel pretty comfortable that I was
7 [lall right with it. I must admit, I thought’i

8 ||lwasn’t confused untiiXWe;kept talking, and I think

9 [there is a confusion about how many scans and all
10 [that, and that is what has”gdttén‘mé béfudaiéd as

11 jwe kept counting. If we added all of them and it
12 jwas close I would feel much more comfortable sort

13 fof saying you are close. I am real uncomfortable

14 |with missing data.

15 DR. LASKEY: I think it is fair to say we
16 jfall are. DR. ZUCKERMAN: Okay.
17 DR. LASKEY: And, that that precludes a

18 |definitive decision on the clinicians’ part.

19 DR. ROBERTS: I guess I would say that I
20 fwould sort of echo what Dr. Freischlag jﬁSE“saidgxgﬂ
21 [which is I would be much,leSS cohcerned I guess if

22 ||I knew that they just~—you knqwfmobviguﬁ}y‘you‘set,
23 these numbers up ahead of'time.;,You are going sort
24 of a priori; you are not really surevprobably

25 fexactly what you ought to beiaiming at. So, I
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wouldn't really be too comcermed statistically
about this."I think clinically, my concern just
rests in terms of do we reéllY‘knOWMWhat hebpeﬁe
with these patients, and if we are missing some of
the data points then, you know,7we'have to be
concerned about is this really something that is
going to be effective.

On the other hand, to some dégree,}?CU"'
know, there are devices out there, both for this
application and other types of applications, where
part of the clinical use of these isn’t 100
percent. You don’'t, for sure, know what all the

data is. I think this is where I get really

ffconcerned in terms of the labeling and in terms of

the education of both the CIininens”end(the“
patients to understand that, you know, the science
only gets us so far and we really don’t have the
long-term data. Even if we had allythe dataJPOints
for this two-year study, we still don’t really know
what is going to happen in year three and year four
and year five. So, to some degree,‘I think we have
to understand that we are dealing with some
uncertalnty here even w1th all the data.“

DR. LASKEY: That is true, Ahne;1£££ ££5§é'

are very different issues than deciding on a
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number of patients at that,éndpoint{

DR. ROBERTS: That is still the reality.

DR. LASKEY: Yes. Again, Dr. Zuckerman, I
am not sure”WE”arE“géiﬁg tb demonstrate consensus
at this point in time} Thaﬁpﬁéy/bé refieétéd'in'
the way people vote but it is obviously a

fundamental issue. Can we move on?

DR. ZUCKERMAN: “Yes.
DR. LASKEY: The third question, please.
Core laboratory has reported two cases of wire

fractures, one identified at discharge from the

,kpivotal clinical study and thevother,at 12 months

in a patient enrolled in the second generation

fldevice study. There were no adverse events

agsociated withVeither report, but‘therekis no
conclusive evidence to verify the presence or
absence of the fractures. Both reported fractures
were.identifiéd‘inythé“maih‘dejfafwéﬁéﬁgfggﬁtwﬁsfﬁmw
in a seal zone or point of attachﬁent to the aorta.
DR. PINA: Warren, I would like to ask

some of my vascular surgeon'c01leagues‘hgw
comfortable they are with ﬁhié“becauSé I knowwthatw

is something that would trouble me.

DR. LASKEY: Let me fini
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right, this will come right out of this
continuation. After the packs were sent to the
panel, the sponsor reported an additional wire
fracture which was recently identified during
analysis of a device explanted in Germany. Details
concerning the length of the implantation, etc.,
etc. remaintﬁnavailable} Based On'the sponsor’s
analysis it appééré”that,the_fraeture, which was
also located in the main body of the graft in the
crotch of the bifurcation, did not result in any
clinical complications. Please comment on the
significancefof;these‘observations;

DR. PINA: Again, I would like to ask my
vascular colleagues, maybe Toﬁy Or”Dr. Aziz,vwhat 
they feel abOut the fracture issue since I am not a
surgeon.

DR. COMEROTA: “Watren, you are looking at
me .

DR. LASKEY: No, actually I was watching
the interchange. The question was put to Dr. Aziz
andr-- |

DR. COMEROTAiV He patted me on the back

MDﬁ;HLAéKEYQtfyég,” o o

DR. AZIZ: I do mainly cardiac surgery. I
am not really an expert to make a real comment on
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that. But it would really depend on what effect
does a fracture have on, let's say, what ﬁhe device
is trying to achieve, it seems to me. I mean, if
you had a fracture and it didn’t have an effect on
the aneurysmfénlarging'Or‘rﬁpturing“or endoleaks,
then I think it may be sort of a true unrelated
phenomenon. But if it fractured and it meant that
the device was*malfunctioning;‘then‘I think to me
it would seem that that would be an important
factor.

DR. COMEROTA: The answer to the question
is that I don’'t know that we know what the
significance is, other than that it was not
clinically significant up to the point that it was

identified. I presume those patients will continue

[[to be followed since it was an incidental

observation as part of the follow-up phenomenon.

DR. PINA: What concerns me is that it
sounds like the core‘lab”identiffédhfgdgﬂéwﬁﬁé‘\W{“
investigators did not. That goes back to my
question, what is the best way for the clinician,
once they insert these, to lqok,for things like
fracture. I‘meap, I am cOmfortab1e with the:fébt”"
that they were in the bodylgnd not in the junction
points.
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DR. COMEROTA: Of course, there are some
endografts Ehat“haveﬁnp,éXtérhaiiéupport in the
body of the graft; it is'on1y at attachment points.
So, again, the relevance of that'observation I
think we don’t know vet.

DR.”NAJARTAN?"“T”?HIﬁk”?Bh“W6ﬁia‘ﬁéﬁéwfévw
look at the clinical sequelae. I mean, if eVery
single one that was implanted had a fracture in it
but, yet, there were no clinical problems I would
still have no problem with it because devices we
put in all the timevandﬁsometimes'they do break;
catheters crack but there really'iswnd“clinical

problem with that. It sounds awful. I believe the

Jmetal is just used to support the graft and, just

looking at it, I can’t imagine that one fracture
would actually affect the intégrity that much and,
if it did, we would know or we would know in time.

DR. AZIZ: Wasn’'t there a stented graft
that had fractures and was withdrawn from the
market?

DR. ZUCKERMAN: You know, as previously
mentioned, I think in an ideal WOrldpaﬁémW6ﬁidwlike“”
to design a deViée'SUChkthat there are no fractures
and no concerns about clinical Sééuélée; kAsﬁto
whether in this case there is a different threshold
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1 |is the question before the panel. Could we

2 [consider an approval based on a device that doesn’t
3 |have 100 percent device integrity without clinical
4 |sequelae? Yes, but we need to hear from the
5 fvascular surgical experts and interventional

radiologists as to why that is okay. You know, Dr.

7 ||Najarian gave some comments and”so fbrtH.
g DR.,PEREER?“”ffﬁhiﬂkVWé”Eéﬁi&;wﬁﬂémimfhink““
9 "we must expect that there'will'befmuCH more
10V consistent KUB follow-up offthischhort’through
ii' five years.r«I think the other issue, at the risk
12 hOf opening a Pandora's box, is that probably CT is
P | ;13A not as‘sensitive}as;plain ola KUB for looking at
| 14 |lthis potential cdmpliéétiOh}‘WTHéEHWés”éhbthér‘area
15 jfwhere there was less data than with CTs, and
16 Hcertainly that would be something that would ha#e
p17'kto be done, if this is approved, for the five vears

18 fito follow.

19 DR. ROBERTS: The only question I would
:2Q>uask, and maybe it is not known, but why was this
21 jone explanted? I mean, why did it come out? I
22 |mean, it is one thing to see it‘on,a film and we
23 | know that that didn’t seem to have)'you‘knéw; any
24 [ consequence in terms of how the patientHdi§jbut I

25 |was just wondering if anybody knows why that one
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was explanted. o

DR. LASKEY: I think we wduld have to ask
the sponsor why that’hapﬁenéd; | . ”

DR. ROBERTS: Can they respond?

DR. LASKEY: Maybe the short way to do
this is to have the sponsor respond inktwo
sentences. Could you do that?

MR. WILLIAMS: Can they be long sentences?

DR. LASKEY: Yes, not run-on though.

MR. WILLIAMS: "This particular device was
explanted because the patient had a contained
rupture and the”patient hadié‘sﬁﬁgical conversion.

That is one sentence. My second sentence is that

Ithe sponsor ‘would like to request some additional

ltime to discuss the statistical issues, please.

DR. LASKEY: Okay, we will do that at the
end of all of our questions. I know that doesn’t
answer the gquestion.

DR. ROBERTS: No, it does answer it. I
think the other two fractures, and obviously we
don’t know enough about this but the one thing I
would say is the other twowfractureS“apparggtly had
no clinical sequelae. This, I am assuming, is a

fracture that presumably did have clinical sequelae
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that is conc¢erning.

fa

V“*fé” We know this is going to happen. I
3 flcertainly echo what‘everybodyreISe,sayS; that
4 certainly we know that these things break in the
5 body and it just goes back to the importance of
6 follow-up not only for the study cohort but for the
7 Jrest of it. I think it is very important to
8 ||remember, and again what Dr. Perler said is true,
9 "that you can’'t follbw"theéeianwéfj iiE is Véfy'hérd'n
16 to follow fracture of the metal within these
ilk bécause you are cutting across the same spot és the
12 [metal is and you maybé get it;»ﬁaybe you don’t.

13 ISo, they really do need careful follow-up With KUBs

14 flto know whether it is fracturing. I think that
15’_wi11 be certainly an important part to put in the
16 Jlabeling and the patient education and in the

17 |educational materials for clinicians who are'going

18 jjto be putting these in.

|

20 [lability to reconstruct the 3D CT? T héVéVSéen'EOme
21 beautiful reconstructions of aortas and it’seems
22 fllike that might be an excellent way to look at the
’23 footprint of the graft. Would that do it better

24 than a KB?

25 - DR. ROBERTS: It depends on how carefully
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yvou do the reconstruCtion;andkwhegbeg Y?HJWQ

completely reconstruct the whole area; whether or
not you have a lot of calcium in the way. You

know, you may be able to do it but you may still

“flmiss it.

DR. LASKEY: To answer your“questien,
there may be some clinical significance to these
observationg. We don‘t know. The eVent rate is

small enough and the denomlnator 1arge enough to

make it difficult to make cause and effect one to 
one, but we are concerned.

DR. ZUCKERMAN: And, Dr. Roberts, you may
want to look at page 5-129 quidkfy“fegafaihg EHe

German case.

DR. LASKEY: But to put this into,
hopefully, some final perspective, these are three
fractures identified over--what would be the
denominator then? Not that we shouldn’t be

concerned about three fractures. What did you say

Wthe number of implants was théﬁWY6u“mighEmheve“e

handle on? Ikknowkthat*théy weren’t routinely KB’'d

and routinely CT’'d. Ifbthis4were‘standarduUhmu\

postmarketing surveillance, what is the number?
DR. MATSUMURA: There was one in the 235

patients. Of the three worldwide, there were 4400
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patients wiﬁhfbVéf”id}UUﬁ”implénts,
DR. COMEROTA: "What is the number of KUBs?

That is the denominator. |

DR. LASKEY: Right, the number that were

KUuB‘d.

DR. MATSUMURR!M“The‘numbéi'bf patients
with KUB in the pivotal study at a given time point
is in the panel pack, 70 percent. There were 229
out of the 235 patients who had a KUB at any time

point in the core lab.

1 DR. LASKEY: Thank you. For the fourth

guestion then on’the labeling, one_asPéQtwof‘the

premarket evaluation of a new product is the review

lof its labeling. Labeling must indicate which

patients,are appropriate’for treétment, identify
potenﬁial,adVerse events with the use of the
hdevice, and explain how the product should be used
to maximize clinical benefit énd minimi2e adverse

events.

Again, at the outset I think it should be

stated clearly, and I don’t think it is, that all
the patients in the pivotal Study'needed‘to bew
surgical candidates, and that all the information
derives therefrom.

In terms of whether there was panel
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consensus on which patients are ‘approptriate for

treatment, we have had the anatomic criteria

delineated. I am not sure we héVevhad the clinical
criteria delineated. And, I think we should have
some additional discussion“abOut'potential adverse
events with the device, including fracture, wire
fracture, and how the product should be used to
maximize clinical benefit. I certainly don’t think
at this point there is conéeﬁsuslbn”this issue.

So, let’s start with which patients is this
appropriateufqr.  Do wgwfeelﬁthat‘there is“éndﬁgh'

as is, to make

information in the IFU right now,
| ) ; T PR ot
that perfectly clear? Dr. Roberts?

DR. ROBERTS: Well, I think there is a

fair amount of data. I think the issues that I

would have would be standard ones in terms of

having an aneurysm, obviously having a neck that is

landing sites for the distal portion of the graft.
The one thing that I think i_would‘like to see
strengthened'is that I am’a“iittle‘bit concernedl
about the size of the iliac vessels

| DR. LASKEY: 'Sd;‘adding dlﬁenSional data

with some reasonable degree of precision?
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probably be a good idea, or at leastkrathér than

just very vaguely spell out iliac morphology,
instead to perhaps either, you'know, give some kind
of a size indication and also something about the
morphology in terms of the calcification and the
tortuosity of the vessels.
DR. LASKEY: I know we have heard from Dr.

Aziz and others that likely to be the case is that
this device will be pushed, the technique will be
pushed, and that it is likely it will be tried in
patients that are nOt‘iﬁcludéa’ihwtﬁié k{habe‘W‘M>
trial. Does anyone share my concerns about

insisting that the language read that the patients

need to be surgical candidates? That is certainly
the way the protocol reads. Do we want to carry
that through the IFU?

DR. PERLER: Well, T think tﬁé£é°aré’Véry”"’

high risk patients for open surgery for whom

endoluminal grafting is a real benefit. I would

20 Jhave a problem with that wording.

21 | DR. wHITEe““iWEHinkftﬁaugh'éﬂe’réasAh“tﬁat”
22 Jit is brought up--I wouldn’t argue with you but I
23 | think we don’t know the performance of the device

24 fin that population. My problem iS'Whetherkor not I

25 [think there is efficacy data td'say'that this
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device is equivalent to Opeﬂ §ufgéfyf“1i"meaﬁ,
basically we are being asked to say that the device
qualifies as an alternative to an open surgical
procedure in:a patient who is a éurgical candidate
and I think there is a question about that.

- COMEROTA: I think the issue is a
little bit different there, Chris, Thesé are good
risk patientsrthat were evaluated in this trial so
that they can be longitudinally followed over
reasonably lpng periods of time.

DR. WHITE: Tony, they weren't good risks
though because they were ASA 311 the way:tQ Class
IvV.

DR. COMEROTA: Correct, but sharing
Bruce’'s concern about modified wording, the patient
that we would most like to have this available for,
Oor any alternative to an operation available, is
the patient that is not likely to live for two,
three and four yearS”but”ié4ét §éfy'High‘riékVCf’kN
rupturing their aneurysm in the immediate future
and if you have an,effective’deyiQélﬁhat ¢§n he
delivered safely, then that would be a good
alternative to not operatiﬁg.

DR. WHITE: But nothing that we are going
to do today would stop you“from:using,an approved
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device in that individual patient.

DR. LASKEY: There is no"quéstiontWhat’youk
say is true, Tony, but wekhaye no data before us to
support that. That would be a:different study.
Ileana?

DR. PINA: I am not sure that in the IFU
packet there is a descriptor of the control group
from the pivotal trial of who are more likely to be
symptomatic, which is why‘they were taken into the
surgical arm instead of getting the prosthesis, and
I think that that needs to bé”ététed'théré}“that"
this population was largely not "symptomatic®" if
there is such a thing as symptoms. I agree with
you on that, Dr. Freischlag.

DR.‘FREISCHﬁAG&'”I‘alse“thinkﬁfeffuéeﬁéf' ;
this graft that you don’t need to be a surgical
candidate. I guess my concern is size. You know,
it doesn’t reallY“even“sayVydu'have to have an
aneurysm in their labeling. You assume you are
Hgoing to; that is why you are using it. But
whether or not size needs to be suggestediin_the
labeling too--I guess you could,argue, you know,
that a 3 cm aneurysm is an aneurysm but I thlnk we
have data with that, and I don’'t know the answer to

that but I think I would be more concerned about
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Washlngton, D.C. 20003-2802
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the size ‘rather than the surgical candidétewpiece
because that is what the physician is going to
decide.

DR. ROBERTS: "I, quite frankly, would
disagree with this idea of'saYiné that théyrhave to
be a surgical candidate. I‘honestIY’thiﬁk"Ehat‘”‘
boxes people in and I don’t think’that‘is réally‘a
reasonable thing. I think it is what was dqne'for
the study, and I thinkkit was anwappropriate thing
to do for the study because it allows for a“control
group but I don’t think it ought to go on the
labeling.

On top of that, quite frankly, I am ﬁubh
more worried about the patients whOiére“sufgidai

candidates and whether or not this is the right

50-year old who has an aneurysm, is this the right
thing? And, that we don’t have’thé answer fo. But
I don’t think we ought’to limit it to people who
are surgicallcandidates.

DR. ZUCKERMAN: I think it is necessary to
understand that when we are1wri€iﬁg énfiﬁdicati6n
statement for this PMA device, it is importaﬁt that
the indications statement réfleCtswthe clinibai'

trial data because that is where we know the data

A ’ & '
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1 |are. Now, several people have spoken about how

2 Jthis device might perhaps work superbly in other
3 |patient populations, but that is not the point

4 Jlunder discussion today for the indications

Ut

statement. We have a PMA clinical trial and we

6 Ineed to use those patients and data to write an

7 lindications statement.

8 DR. LASKEY: While I appreciate the

9 Jdiscussion, I think the mission here is to“adherg'“
10 fto the spirit of the protocol, and we cannot go
11 J|beyond the 1essons\learned from,this protpéol, much
12 as we would like to use these in patients who are

13 fcritically ill and not surgical candidates.

14 DR. ROBERTS: But if I am reading what you
15 {|say correctly, Bram, what you are saying‘is that
~16 flthe indication for use for the Excluder

17 |Endoprosthesis is intended to exclude the aneurysm
18 |from the blood circulation in patients diagnosed
19 fwith infrarenal AAA disease who have appropriate
20 janatomy. It says absolutely nothing about whether
21?ﬂor not they are“surgical,candidatesvor not. If we
22 are asked to comment on that, I would agree that

23 [that at least begins to define it although I would
24 Jadd that probably‘it'WOuldh’t'bé"a*bédkiaéé&td‘pﬁt“

25 |Jsomething in terms of how big the AAA is, and also

MILLER REPORTING COMPANY, INC.
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define the épprbﬁfiate,anatomyka‘littlé’bit'mbre to
make sure that people understand that they héve‘to
worry about iliac arterieS'and;that kind of thing,

DR,:ZUCKERMAN?””Yééfwiéffﬁé”ﬁékéfé6ﬁéww -
suggestions as to what we do in situaﬁions liké
this for other stents, such as‘oﬁr“coronafY”Sténts.
One is that we can make a better effort, as I have
heard, to define the dimensional measuréments of
Mr. Gantt is also going to show examples with other
approved devices as to how we better specified the
intended patient population. Sometimes we just
describe in the clinical trial section a better

description of what was studied and put in

parenthesis in the indications statement "see

clinical trial section." But, you know,ﬁwewqpek
here to try‘to better‘deséribe and indiéétekthis
device for what it was studied for today.

MR. GANTT: If I may, I can show you the
other currently‘approved indications for use
statements.

DR LASKEYE ;igééffaiﬁlyithiﬁk;it;iéf;“
instructive but I don’t think it Shbuid béér bn’dur
decision based on the data in ffpnt'OE ds; bﬁt“itw'
is certainly very insﬁructive; ~ Thank you.
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[Sslidel

MR. GANTT: Another example refers to
anatomic considerations, not clinical ihdications.
Okay?

[slide]

One final example. e

DR. LASKEY: So there is some attempt to
quantitate, or at least to provide dimensional
data. That is'hélpfuil'JThéELié“Véf§fﬁeibfﬁi;“ S6)k'
I should not;be’concerned about the fact that‘We
are not gping to use the language that they need to
|be surgical canaidaces even though that is the way
this protocol was written.

DR.“ZUCKERMAN}““You’éan”maké‘fhét“
suggestion.

“DR. LASKEY: Thank you. Have we achieved

ﬂlconsensus on using the device to minimize adverse

events? I think so.
Question 4 (a), does the indication for
use, as stated below, adequately define the patient

population studied, and for which the device will

be marketed?>
The Excluder Endoprosthesis isyintended to
exclude the aneurysii from the blOOd dircu1étidn‘in'”
patients diaQnosed’withwinfiarenal AAA'aiséase who
| MI#LER"REPORTINcMCOM?ﬁNY;@iﬁ@ﬁN_fff;,wmMMQww_ﬁ;ww;ww
"73578th Stre E
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have appropriate anatomy. I think here we can
build on lessons‘learned and aaa é6ﬁé*6ff€héw ‘M‘N
quantitative dimensidnal data. ‘Agrée?'°

Question 4 (b), based oh‘the%bliniCél 
investigatidn'experience, are there any additional
warnings,“pfébéutions, or contraindications,that
you think should'be'ihblUdéd;*éifhef”spééif{émgé'HG
this device or from a generic standpoint for
endovascular grafts?

I will just lead off. Since we are on the
theme of looking for fractures, I don’t think we

know the estimate of their frequency with any

||precision and I doh’t‘think'Wé”kﬁbwffhéirkéiiﬁiéél

significance;“ So, we need to continue to acquire
data along those lines.

DR. PINA: Warren, I think that we should

lalso add that endoleaks can happen early. This may

be true in other grafts, as I have heard, and these

| may need to be repaired early; and some can appear

even later, beyond the 12 months.
DR. LASKEY: Right, that this device
confers the risk of endoleak and, therefore,

additional intervention. Good.

DR. PERLER: I think there should be a

statement that the safety of bilateral internal

MILLER REPORTING COMPANY, INC. ™
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iliac artery occlusion inmthé'depldyment §f‘this 
device has not been established,l

DR. LASKEY: Anything else?

DR. COMEROTA: Are you e51king'abcu5“thiS‘
device specifically or the general concept of
bilateral internal iliac artery‘0cclusioﬁ; Bruce?

DR. PERLER: "Both.

DR. LASKEY:H;The gquestion is open-ended.

DR. PERLER: But in this Stuay”théE"WAS‘an
exclusion criterion. Apparently none'Of,thé\’
patients had bilateral hyperga?tric exclusions so I
think that ought to be stated in the labeling.

DR. ROBERTS: I would go a little further
than just the KUB and I would juétksay thatrKUB and

CT scans need to be done on at least an annual

| basis, and I would like to aCEﬁéiiyvseé“ééaéfﬂiﬁg“”'”

|

in the labeling that says that we don’t have
long-term follow-up on these devices and careful
follow-up of the patients is mandatory.

DR. COMEROTA: What about using an
alternative imaging technique; other than CT, suéh
as MRI may be substituted? :

DR. ROBBRTST fYééT”TWWéé“Iadﬁing”éi“ﬁﬁféy'”
as more generic but I think actually this device

may be one that is well suited for MRI evaluation

"MILLER REPORTING COMpAﬁY”fINC
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1 |because of the fact that it is nitinol énd I think

2 you can actually see-—some‘of the ones that have
3 |stainless steel you are not going to be able to do
4 fthat but in this particular device I think MR may
5 ||be a very good way to follow them. But, basically
6 |[[they need to,ha#e'soﬁé“crO@éﬁﬁﬁﬁtional;imaging

7 fffollow-up looking for endoleaks whiéh‘éan'dévelép#w '
8 late, or aneurysm size change which‘can,occur late.
9 Jouite frankly, I am concernéd about the fact, ahd
16' it is not unique to this device, thatmﬁhgwﬁpeurysmS“
11 Hcontinue to growfevéﬁmat‘ﬁwo Ye&rSQQKWe don’t know

12 jwhat they are doing at three years, and they can

13 jJcontinue to develop new endoleaks in some of these

14“‘patients.

15 DR. LASKEY: Therefore, this kind of

16 radiologic follow-up is strongly recommehded. I am
17 Jnot sure we can say mandated, though we feel that

18 way.

h |
19 | DR. FREISCHLAG: I think also that needs
20 jto be done for migration issues becauSe’in some of

21 |the other grafts they'have'notgg%migrationhlaté: 
22 jout. So, you can add that word into it. It may be

23 |helpful for people to know that, even though there

24 wasn’t much seen here.

SELE DR. LASKEY: I guess we ought to add late
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735 8th Street, S.E. o
Washington, D.C. 20003-2802°
(202) s546-6666




sgg ' _ 234

-1 Jmigration then to some of the risks. I am not sure

*%i we,mentioned>thatWépééificaiiyJih‘bﬁé“bfuthé‘ﬁfidf)w
€3  questions. ‘
4 | Question 4(c),’p1éé$é”dbmméht'bn“whéthér‘
5 |the instructions for use adequately describe how
6 |the device is to be delivered.
7 I don’t think there was“much dissent on
8 fthat. It is pretty straightforward, complicated
9 f|but straightforward.
10 Queétion 4(d)--do we have other comments?
11 , DR. PINA: _Warrgn;‘letlméyaSk a quéstion
12 Jabout labeling. 1In the labeling where you have a
Eﬁﬁ_,w,, ¥?g descriptor, like, in a drug side effe¢t7pr6filej

14 Jcan you add the cause of death? Deaths have been

15 jreported, you know, so many with this; so many with
16 | that. Can you do that?

17 DR. ZUCKERMAN: Yes, typically‘in‘cur'
18W6adverse events section we will summarize the

19 fdeaths, number and percentage and, to the best of
20 JJour abilities, what the causes of déath'are thbﬁght
21 to be. -

22 DR. LASKEY: Nﬁmber”fiVe‘ié askiﬁ§“té”t6“

23 [comment on the adequacy of the proposed physician

24 jtraining plan.

25 DR. WHITE: I have a quéstion for the
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surgeons, and Tony maybe specifically, they don’t
discriminate in the training plan between and
operator who is already practicing these devices
and a newa. Do you think that it would be
appropriate to discriminate between somebody who is
already credentialed to beidbing thiS iQ,their‘
hospital and what it would‘tékéIEOHdé'this safeIYfk'
and what it would take for a hewby who wanted to
get into this business?,

DR. COMEROTA: If I am not mistaken,

Chris, in the plan their initial approach is to,
obviously, integrate those who_are,a1ready doing
the procedure and who already have participated in
the trial, and then move out to others.

DR. WHITE: Right, I guess the question is
if they move to somebody who hés'hever'Sééh‘thé
device before but they are already implanting
exclusion devices, should the training for that
person, stranger to this device, be diffefent?
Should you discriminate from the person who just
comes in and says, you know, I would liké to put in
stent grafts for the first time?

DR. COMEROTA: Well, I think the obvious
answer from my perspective is yes. I think there

ought to be a difference because you are looking at

MILLER REPORTING COMPANY, "TNC. ™~ """ = """ "7
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an endovascular education versus d device

education, and there are polar“aifférénees”éhéféi

R. PERLER: "But my understandlng of the
program is that there is g01ng to be an assessment
of the proapective’user in terms of their ability

to select patients for the procedure and their

7 Hperformance\of the procedure under proctor’s

observation. Presumably, that is going to
determine who gets access to the device.
DR,»COMEROTA}“fBut”théwﬁfﬁétbffié”6f£§ﬁf””
the seller. One of the other things that is going
to supersede all of this is that the credentialing
at the institutional level. So, no matter who the

manufacturer of any device is, if'the‘phySician who'

numbers for implantation, they can get all the

177"education they want but they are not going'te use

18
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it.
DR-‘WHITEE”5967“éfé"ybﬁwéay{ﬁgwEﬁét“Ehé”“W
labeling should say that initially the purchaser
must be credentialed‘to‘dohthES?
DR.‘COMEROTAE”'NC; I don 't think we can
get into‘that at all, That is at the institutional
level. |

DR. WHITE: Well, no, I am not suggesting
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we design the credentialing Criterié}rl émVSéyih§ 
that if you are going to sell this device to a
doctor, should the doctor already be credentialed
at that institution in order to be a customer? Or,
should we stratify the training for the physician
who is“not credentialed but who wants to learn how
to put in this device? Should he go tﬁfough a
different training program than a guy who is
already up and running? That is a11. kI think that

is simple, but I don’t think it has been addressed

Il here.

experienced rather than_Credentialed‘since that is

"the;governance of the local institution. Anne?

DR. ROBERTS: I am sorry, but if I could
just go back to the 1abeling‘again, the one thing
that was not clear to me in the labeling is how
much overlap there should be when you put in the
contralateral prosthesis when you go up the other
side. It is not clearly outlined in here as to how
much overlap there should be. They talk about the
extenders ang_they talk about how much overlap
there should be, but itAis‘one“thing that ought to
go in the labeling. You know, what is the ideal
amount of overlap, at least the minimum amount of

MILLERLREPORTINGvtOMFKﬁYjMTﬁCT.W¢WMMWW\;M;wtAﬁpg.im;i‘;
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overlap to avoid having these components come
apart. |

DR. LASKEY: That is back on 4(¢), okay,
great. o
{ DR. ZUCKERMAN: Dr. Laskey, there have
been lots of comments on what can be said about the
proposed training“prOQram“ahd‘the’label?_,peﬁellyH
we indicate that physicians should have undergone a
training program and leave it at that.

DR. LASKEY: I notice the language in the
panel pack discusses,instiputional,vglume,_ I am
sure that would not'necesseri1y'be refleeted in
writing but that will be a priority of the sponsor?
I mean, the center needs to do an adequa;e‘npmber
of cases to demonstrate‘proficiency. Se, I think
that may take care of itself but it is difficult to
write into language institutional volume. But
these generally Will”be“hiéﬁw§efﬁﬁew5ehfef§}wefWWwm"
should be.

DR. WHITE: Why do you say that, Werren?
There is no reason to believe that these will
generally be high volume centers. Every‘vascular
surgeon in thls country 1s‘aware of the need to

for that.

MILLER REPORTING ™ COMPANY INC
-735 8th’ Street TR
Washlngton, D.C. 20003 2802
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DR. LASKEY: They may not have access to

"’,__‘

kﬁ 2f'the device, depending on the criteria put down by
3 j|Gore et al. One can only hope that that attains in
4 freal life. | |
5 Number six, the sponsor proposes a =
6 jpost-approval study oh thé pétienﬁs enrolled in the
7 |pivotal clinical study. Five-year follow-up on all
‘8 patients who are alive and.not withdrawn from the
9 [study will be obtained in accordance with the -
10 [clinical protocol approved. Please comment on the
klléﬂacceptability of this plan.
12 I think every member 0f’this panel is in

13 Jagreement with that and calls for extended

'14 follow-up. I don't know‘why’you want to exclude
15 |patients withdrawn from the study. You may just
16 ||want to include everybody.
17 DR. BAILEY: At least for vital étatusj 1
18 |don’t see why you can’t get vital"status on ;OO;
19’hpercent.
20 DR. LASKEY: Correct.
21 DR. PINA: Well, there are issues out
22 hthere right now about if patients have withdrawn
23 consent if you can‘even,go‘check up on vital

24 ||status. That is going on in several institutions

25 flright now.

‘ Washlngton, D.C. 20003-2863 <~
' (202) 546 6666 o
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DR. LASKEY: If you are alive and provided
consent to participate?

DR. PINA: Yes, usually that is very true.
At our IRB out in Los Angeles, if somebody |
"w1thdraws ‘from the study you are‘not allowed to éay‘
hello to them in the hallway. So, once they
withdraw, that means they don’t want any further
contact. So, right now that would be a very big

{

problem in a lot of centers, even though it is in

[ their best interest to be followed.

DR.‘LASKEYE'MWell,'Withmthaf bf6VféO}mI'”‘

think we are all in agreement that there should be

Jfive-year follow-up that is as inclusive as

possible. I believe that is it for the panel
questions. Am I correct?

At this point, I would like toigive'SOme

additional minutes to the sponsor and then, if

needed, to the‘FDA.',If you’havefaddipiqnalk
comments or questions before the vote, please step
forward.

DR. ROBERTS: I amkéorry, I guess I am
still on West Coast’time sd there is a delay here.
But I am just wondering about the patients that the
Il sponsor has, in fact, enrolled in this study that
were sort of additional patients that they got

MILLER REPORTING COMPANY, “INC:
735 8th Street, S.E.

‘Washington, D.C. 20003-2802
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1 [permission to continue putting this device in, I am

assuming that all the data has been collected on
3 ||those patients ashwell.hhSo) it would seem to me
4 ||that those patients who have, in fact, been
5 fenrolled even though they are not counted in this
6 |group probabiY“dﬁghthtb”be aiséﬂfoilcwéa;bécause
7 |they are just more'additional.patients.
8 DR. LASKEY: That may be'tfue from a
9 | scientific standpoint but, Dr.,Zugkerman; can you
10 |clarify some of the regulatory aspects of this?
12’ access registry is basically following the same

13ﬂhprotocol and the panel believes that there is a

14 |[scientific reason, underlying scientific reason to
15 jlobtain more data and that is an obtainable data

16 |set, then that is one pOssibiiitY'if the%péﬁeI

17 |suggests that this device'Shou1d‘be,approved with
18 jpostmarket surveillanee. But T thlnk the key thlng
19 ||is that one wants to define, flrst of all, the

20 question of whether one needs additional data,

:21; other than the numbers talked about on the slide

22 Wthh come from the orlglnal PMA cohort ”hYeu:kpgw,

23 [there are costs and other factors involved with

24 |Jllooking at additional data sets.

25 DR. ROBERTS: Well, I guess I wouldn’t be

MILLER REPORTING COMPANY, INC. ™™ , )
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completely strong on it but it seems to me that
these were patients that the FDA allowed Gore to

continue to place the device in despite the fact =

that they had already finished their enrollment.

||They are patients that, in fact, are being enrolled

in an experimental protocol. They are patients

that we can get data on, and given the fact that we

‘"know that there is going to be lots of data from

patients as they go along the trial, and we have
already seen that and we have already said, well,

gee, you know, we were not completely comfortable

Jwith some of the numbers, it seems to me like this

uncomfortableness with some of the numbers.

- DR. ZUCKERMAN: Right, and that is fine if

yoﬁ can define the reasons why you want additional
data.

DR. LASKEY: I made an egregious‘
procedural error, gentlemen. Please forgive me. I
need to get comments from our representatives from
industry and the consumefs,at large. I”iﬁvite you
back to the table. Please forgive me.

MR;‘DACEY:"IWWéééfer§’iﬁterééféa“iﬁ”&
hearing the comments on the‘pétiént‘labéling
document andwphysibians bécaﬁSéfthéyﬁebhbédﬁsémé of

| mIsLER REPORTING ﬁOMPANY?f
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my own concerns. I would like to make it clear
that I have spent many professional years pfeparing'
patient education materials, éhd‘I'ha§e chahgéd‘my'
thinking over time.

The:materials that I have geen more and

more, including some of this, are that one side

fits all category. Even though where we are getting
the same demographically, social1y‘éﬁa éﬁiturélly,
the patient population is being much more, both
broadly and specifically, defined and everybody is
trying t§ co@mﬁniéate,to:themﬁ__ﬂhgnvlpsee“a
document such as this patient dodument going to the
web site, I am beginning to see more and more
marketing and less information. =~ =

I séw thé,brochﬁre,, It is very well

documented but what I am seeing is a cure, not a

treatment as soon ' as you start seeing the smiling .

f"faces.' It is not unlike what we see on the six

o’clock news with pharmaceuticals. 'You know,
everybody is‘offering'a‘cure but not defining the
treatment. And, there‘is;a‘wholgfbﬁnchfof ”'
responsibilities“downstream.

So, I have been'studying more what is
happening in thé‘éocial_écienéés, the
“neurosciences,\apd‘Ifwould encourage the FDA and
MILLER REPORTING COMBANY, INC

735 8th Street, S.E.

Washington, D.C. 20003- 2802
(202) 546- 6666 o )




599

[09]

o

10

11

12

13

14
15

16

17

18

19

20

21

22

23
24

25

|

244

sponsors in general to start looking at what works

land what doesn’t work, and really helps a e¢linician

and what really prdmoteS'the partnership, and
define some responsibility at the consumer end.
Consumers really'need to know. When'chsumersj
become patients they put a great deal of faith in
the science and the practitioners of the science
have to make sure that the,patients”understand.“(

I understand all the informed consent

|| issues and all the new HCFA 'issues, but the basic

thing is we have to réise‘awareness;‘wé have to
inform. But when you get into education it becomes
a whole new domain that is interactive, and what
they are finding*in a lot of‘Céées; éSbeCiaiiy if
you have to ask people to change behavior, is that
the only thing thatywdrks'is‘tutoring.‘ Ydu‘can't
tutor every patient that comes through a
clinician’s door.

So, I think we have a whole new
opportunity unfolding; and who knows, in'our, 
post-modern world that is shaping up, patient
education may eventually becomes sorthf virtgalu
reality. But I would like to effuse, if I could,
some of the marketing thrusts that I am seeing in
these kinds of materials where eVerYthing is'é‘guie:

MILLER REPORTING COMPANY, INC.
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and not a treatment. That is all T HaVé't0 say}

DR. LASKEY: Thank you, Mr. Dacey. Mr.

fBRalo?

MR. BALO: From an industry perspective, I

[|would just like to say I think the FDA, the =
llindustry and even the panel tOday réa11y'had“a‘Véry

vibrant discussion about all the facts and about

the data.

One of the things I think the panel should
consider here is that when industry goes into a
clinical trial--if you look at some of the data
that Gore has presented today, it does show that
from a safety perspective it is equivalent to what
is currently being used for open surgery and for
other graft procedgres.

In addition to that, we keep on talking
about, from an industry perspective, just like Mr .
Dacey just said, what is good for our patient
population. If you look at some of the other V
subset data relative to time in ICU, time to
ambulation, time basically that you are spending on
a patient, taking care of him after a procedure,
obviously the graft procedure, the leé$ invasiVe ‘
procedure, basically improves“upon*that1““

And, one of the things that a devicé

‘MILLER,REPQRTING_COMPANY}'INCf" '”""JJ””"“*;” ”“
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improving care for thempatient, ndt'impfdvihg
procedures for the‘phy3101an I would ancourage

the panel to think about that and also take 1nto,vuw

congideration some of th mggagywdata;that,ﬁas,,MWWWW

sponsor has,?resented'thay Whiéh'ﬁbdidiﬁe;ta

beneficial to thempatients-ﬁvwg;wknm,ak

I would just like to than

everybody for

che opportunity to be in this discussion and to

learn a lot about statistics that I really didn’'t

know before.

[Laughter]
Open,PublicWHéaxiﬁg

DR. LASKEY: Thank you. Is there anyone

in the audience who wishes to address the panel on
today’s topic in this portion of the open public
hearing? Yes, sir, please step forward_and
identify yourself.
u ~ DR. OHKI: My name is Dr. Takao Ohki. I
am one of the local PIs, site PI, and I have
hands-on experience with\the.GorﬁwEXQLQQQI graft
“and, from that standp01nt I wanted to make a brief
comment . I also have. experlence Qlth maybe flve 6r
six other endografts .

There were only 19 sites I think,in the

MILLER REPORTING COMPANY, INC.
735 8th Street, S. E.

Washington, D.C. 20003~ 2802
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1 |u.s. which were involved in the EBE trial, and we

"3 |were fortunate to be one of them, Because the Gore

3 graft had such a unique advantage over the other

lany patients that

4,"five or six devices, there were

traveled to our site from other states. I wish

6 [[that the panel does not dismiss this valuable

7 device from becoming accessible to the American

8 |lpopulation just based on some statistics. I have

9 llseen patients’ lives being saved because of this

10 ldevice. Thank you.

11 DR. LASKEY: Thank you, sir. One more?

12 |Name, affiliation and potential or real conflict of

13 |interest, please.

14 DR. FELLINGER: My name is Mark Fellinger.
15 |1 am a vascular surgeon, from Dartmouth. I am.a

16 |local site investigator as well. I otherwise have

17 |no conflict of interest. -

18 I want to reflect a little bit of Dr. ==

19 |Ohki’s comments. As a site investigator for many

20 different deviceg, I have had experience"usinguthis

21 |device as well as both of the commercially approved

22 |devices and other devices currently in clinical

23 |trials. I think that overall some of the .~

24 fldiscussion about statistics and that,sqrt;Qf thing,

25 || I mean, I think it is very important to get the
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statistics right. I think it is also very

important to look at the adverse event rate. It is

dramatically different. The acute recovery, some

of those things, were dramatically different. And
those things shouldn’t get lost in discussion about

specific statistical issues. I think it is a

important to get the statistics right.
But one thing I can kind of reflect about,
kind of dealing with this company and this group of

people, my experience with them has been very good

in terms of I think they have‘tried very hard to
get the statistics right, and I don’t think there

is any effort here to misconst

he data in any
way . I think that is important, at least from my

perspective. I think that is incredibly important

whenever I deal with a manufacturer, and I won't

deal with one that I think sugar coats the data. I;
don’t think they have done_thap«andllwthgught it
was important for somebody that has kind of been
involved in the process to kind of say that.
Thanks.

DR. LASKEY: Thank you.

DR.’GﬁEENBERG; ,M§ name is Roy Greenberg
and I am the director of the core laboratory at the
Cleveland,ClinlC,‘and also a vascular surgeon that

MILLEk‘RﬂﬁéRTi‘G Coméém?;:iNCQv:
735 '8th S S.E.
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I just wanted to address a couple of
issues, one of which relates to the fact that I =
don't thinkkthat”anything that was presented in
today’s data, or anything that I have seen with
respect to the Gore Excluder device is different .
with respect to the fracture rate, endoleak rate,
[migration rate or any other radiographic piece of
information that we can say is present in the two

commercially available devices.

I also think that the interpretation of

fractures with mechanical devices is something that

we have to be very careful,about begause,itkis¢my

contention that all mechanical devices will ===

eventually fracture if the patient lives long

enough when we implant them, whether that is a

heart valve or a vascular graft. And, a fracture
rate of three percent or two percent or one percent
is a very low rate associatéd with any clinical
"significancef“iTo ask tp,see»aularge number of
fractures to show if there is any ?elévance
clinically is going to beka-very‘difficult thing
for any company to provide.
So,’I look at this, if I can extrapolate
just a little bit in texmgwgi;ghgwﬁpﬁg;§p19§;ww;waw
MTLLER REPORTING COMPANY, INC.
735 8th Street, S.E. '

Washington, D.C. 20003-2802
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issue, not being a statistician, but the real

problem here was in the original study design with

respect to coming up with a number, which was 80

percent. I would hate to see a device that =

compares equgl, in’mydopinion{vtp other dev;qgsm
that are already on the market or that are under
investigation to not be granted approval based on a
study design that was done five years agd. Thanks.
DR. LASKEY:  Thank you. Are there any
other thoughts? 1Is Dr. White coming forward?
DR. RODNEY WHITE: Thank you. Again, my

name is Rod White. I am a vascular surgeon, from

Los Angeles. My conflicts remain the same, and
“again, my greatest conflict is I make my living

doing this and I think that is the most important

Jthing for everybody to keep in consideration. ..
r 24

The topics you have brought up are
obviously of great interest, but I thinkﬂthereMarg

two issues that need to be looked at. One is that

in any of the other studies that have been done

like this, and there is an ongoing problem that the
data set that the core lab has is reliant on .
fl several things: It is what they get from the.

centers. Usually the,qualityypﬁmthat daﬁa iS;nOt

as good. Actually, the percentage that have been
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evaluated or can be evaluated in many of these, if

it is 70 or 80 percent it is pretty good. So, I am

not troubled by that number in particular.

I think what needs to be looked at and the

greater consideration is that the data sets that
lead to the c¢clinical treatment, what physicians
treat these patients related to, are the x-rays.
If there is a leak or some abnormality, that
clinical data set is generated on the clinical set,
not the core lab set. That comes later and does
not have an impa¢t on what is the:efficacy data
that has been presented.

So, my take, and I don’t know because I am
“not an investigator in this study and have only an
overview of the other data sets globally, is that

probably 95‘percent'or'bettertof_these‘patients did

have studies and that the clinical treatment was
“based on what the physician saw that day when they
saw it, and that algorithm is whatfthe data set is
relevant to.

So, I understand Chris’ peint about the
core lab set and its relevance and what percentage
is there but, agaln, that number means that 70/ -
percent of the data was 1ﬁterpretable and that

should match what the other data sets are provided

MILLER REPORTING COMPANY INC
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by the manufacturer, and from what I have heard

ﬁ today I think they do that.

But I would remind everybody that when you
are in an acute situation you get the studies, you
intervene and the data set you are evaluating is
based on that clinicei data Set and the;eo;e‘lab
comes. in later and verifies that but”has’np

relevance or impact on the clinical data set

itself. I think that is one of the issues that has
to be looked at in any of these studies.  The core
lab . is an important”data set butﬁit doesnﬁt
determine the clinical treatment.

The other thing that has been a relevant
consideration is whether or‘not_thistrepreeeﬁts
what is the state-qf—the-artwand the patient need.
I must say to you again, just from a conflicted
person who takes care of these patients, the
patients have looked at this information and in
their own mind feel that this is a &ery iﬁbortant
therapy and that is one of the reasons that it is
clinically‘aveilable;”'Sé,“I"thihkwit"ié"aﬁf
important study and the manufacturer has done an
“excellent job:of presenting it. Thank you.

DR. LASKEY: Thank you. I think we can
all agree that a clinicalttrialzdesign shduld‘be

MILLER REPORTING COMPANY, INC.
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both scientifically valid as well as trying to

fmimic as much of the clinical reality as possible.

Thank you. Any'other comments?‘quknbt, then I
would like to close the open public hearing and ask
for any final comments from‘the”ﬁDA;

Finai Cdmménﬁs f?oﬁ the,FDA

~MS. ABEL: I am Dorothy Abel. I am one of
the lead reviewers on this document and actually
have been involved in the review of these devices
since their inception, probably longer than anyone
else in the room.

One thing that I think is clear is that
over time the more we learn about these devices,
the more we learn that we fOCU$edyop“§heﬂW£9h9
thing over time. What we have attempted to do is
to find some useful surrogate endpoints to evaluate
whether or nbt these‘deviceS arepeff§§tiY§W$QWmmwnw‘
avoiding aneurysm rﬁpture.

Now, we can’t design studies to look at
aneurysm rupture. Many years ago When We_started
to look at theSéLsgudies_we thOught’wekauldklook
at aneurysmfexciuSion.becaﬁsepﬁQbVioﬁélyi if it is
nof excluded there is still the potential‘for.
rupture. What we have learned over time is that
endoleak in itself doésn’tMappear to be a good

MILLER REPORTING COMPANY, INC.
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1 [lsurrogate endpoint and I think that needs to be

2 ftaken into consideration when you are concerned
3 |about how complete that particular piece of
4 information,is;
5 I think we are still struggling with the
6 l[best way to e#aluate these devices, but I just want
7 [to caution that, again, this was a definition that
8 llwas made sométiméwago énd you heed‘to think about
‘9’ the state-of-the-art wiph,respect fo'the;definition'
ylok:of success with these devices. We actually have
11 some companies that’héve retrgspéctively gonekba¢k
12 Jand said in our PMA we are not only going to
o 13 Jevaluate the data in accordaHQQWWithwthewW§y that
) we designed the study many years ago, but we are
15 jalso going to do these additional analyses because
16 jthey are more appropriateyacddrding,tq‘What werkhow
17 {now. | |
18 This company didn’t happen to do that. I
19 think possibly it would ha#e,been;a‘good idea, and
20 [maybe we should have askédnthgmytg do that because

21 Jfthen you would have a better concept of what the

22 focus currently is but we are where we are. That
23 Jlis it.

24 DR. LASKEY: Dr. Zuckerman? No?

.25 DR. ZUCKERMAN: No other comments.
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Final Comments from the Sponsor

DR. LASKEY:  Dr,,Matﬁgmggﬁgaggwggklgﬁgués:
please. k | |

DR. MATSUMURA:nggéﬂk you. I won't take
much time because the public speakers have
bagically taken all the points IMWanted to make but
there are just two I think I have left. Can you
show slide 767?

[slide]

There was some concern that there may be
some missing data at 12 months. I showed .

accountability of patient visits but we do have =

|

accountability for CT and I want to point out thaﬁ
the sites did get CT scans on 199 or 93 percent of
patients at 12 months, and that the core lab
received 196 of those scans. As pqinted'out, 40 of

those were not evaluable for endoleak; they were

evaluated for other things.
As the point has been made, FDA has said

as defined a priori,and_we havefgone‘oVer‘that;;

,“several times, but I think it. is. 1mportant to

realize that there is evolv1ng knowledge in
clinical practice. What we thought five years ago
was important to look at, we "are learning new
MILLER REPORTING COMPANY, INC.
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things about.

I want to emphasize the clinical data that

flwe presented, the aneurysm-related survival is

similar in bbth groups, whiéﬁ iéﬂﬁowwﬁhéwbiiﬁafy 
outcome measurement as defined by the joint
“societies.

The’clinical effectivenessf—theregﬁrewyery
few reinterventions, six to seven peréentja,year,

rare conversions and no aneurysm ruptures. I would

llask the panel to consider what we consider in 2002

to be measures of effectiven¢S§wwhenhtheY evaluate
the efficacy. Thank you.

DR. LASKEY: Thank you, Dr. Matsumura.
Dr. Harvey, would you read us the voting options,
please?

Recommendations ana;Vote

DR. HARVEY: Thank YOu,‘Dr.’Laskey.“i
will read to the panel their recommendation options
for premarket approval applications. The Medical
Device Amendments to the FedexaleQod, Drug’and
Cosmetic Act, known as thé”Aﬁf{‘éSiéMéﬁded by’the
safe Medical Devices Act of 1990, allows the Food
and Drug Administration to obtain a recommend from.

an expert advisory panel on designated medical

'“device_premarket approval applications, or PMAs,
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fthat are filed‘With'théwagencY.

The PMA must stand on its own merits and

your recommendation.must;béwsupp0rted by safety and
effectivenesé;datawinﬂthgwapplication Or’bY
applicable, publicly available information.

Safety is defined in the act as reasonable
assurance, based on validwsQignkiiiggéxiégﬁgﬁz,thaF.w
the probable benefits to health under conditions of
intended use outwéigh any probable risks.

Effectiveness is defined as reasonable
assurance that in a significant portion oﬁ the
population the use of the device for its intended .
use and conditions of use, when labeled, will -
provide clinically significant results.

Your recommendationwéptions for the vote
are as”follows.‘,Numberyggé; approval if there are
no conditions attached.

Number two, approvable with conditions.
The panel méy recommehd that thekPMA;be;foundw
approvable subject to specifi§d ¢ond;t;Qns; Suchkas
physician or patient educations, labeling changes,
or a further analysis of existing data. Prior to
voting, all qutﬁe cdnditicnshShQuld,ba”disgyéégd,
by the panel.

Number three, not approvable. The panel
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may recommend that the PMA is not approvable if the

data do not provide a reasonable assurance that the |

device is safe, or if a reasonable assurance has

lnot been given that the device is effective under

the conditions,oﬁmuse prescribed, recommended or
suggested inwthgwpropésed labeling.

Following the voting, the Chair will‘ask
each panel member to present a briéf étaﬁéﬁent“.
outlining the reasons fdr their_vote; |

DR. LASKEY: Thank you. I now ask for a

motion from one of our reviewers. Dr. Comerota? . .

DR. COMEROTA : Dr,WLaskey,'I move that the
Excluder devipe,be apprpvedrwi;h’twoycquipions.k%

DR. LASKEY& And,they are?i N |

DR.'COMEROTAiﬂhFiyg—YeérffolloW—ﬁp on ali

patients so treated is condition number one. As

condition number two, mandatory annual imaging

evaluation appropriate to identify aqrtigwapggrysm

enlargement, endqleak or“wirafﬁO?m,igagppxﬁﬁNmH_WWWA
DR.‘LASKEY:, As a point of clarification,

for the follow-up you want just actuarial survival

follow-up, or what othef inqumgtignwiS ih¢1uded in
the follow-up that you arekrepommendipg?’
DR. COMEROTA: I suppose that is included
in the second condiLiQRUQﬁmagQgglUimégi#9;
‘"MILLEﬁ RE?QRTING;CQME§§§? iﬁ¢::
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DR. LASKEY: Do you want to capture reops

flor interventions? What should be captured in the

five-year follow-up?
DR. COMEROTA: All adverse events.
DR..LASKEY: Okay. We have a motion. We

need some discussion and we need to separate the

discussion along the lines of the two conditions.
Do I have a second for the motion?

DR. PERLER: I;secoﬁd,thswmotignwﬁprM
discussion.

DR. LASKEY: Before we move from there, we
do need to separate them out ip_ﬁe?m$1ofkphe two
conditions on that motion. So, is there any
discussion on the need for.thé five—year félloW—up
with adverse clinical events? I think we are all
in agreement that that is requisite. If we have
agreement, can we have a panel vote on Dr.

l comerota’s motion to approve with condition one
being five-year clinical follow-up? All in favor?

DR. COMEROTA: We are voting on‘the
condition, right? Not on the,motion to approve?

DR. LASKEY: That’is‘correqt,wjust on the
condition. 3 e e el |

DR. PINA: Warren, as an‘qrderféueétion;

if we want to amend Dr. Comerota’'s recommendation

MILLER REPORTING COMPANY, "INC., =~ o
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and add other conditions is this the time to do it,

or do we wait to vote on one and two? =

'DR. LASKEY: I think we need to do each
condition in its own_ rlght ’egq, we will just vote

on the present condltlon and then if we. need ko, add;M

more, we will vote on them. So, can we have a show

lof hands for the approval for the first condition

to the motion for approval, the first condition
being five-year Clinicalefollgy;up?

DR. BAILEY: Ts that for both groups?

DR. LASKEY: Forﬁthe,datawset.w”
DR.>CQMEROTA: This is approval for
patients who will be treatedwheécgforthm_wgﬂmH;”“_m;

DR. BAILEY: This has nothing to do with
the extended follow-up of the current,cthrt.

DR. LASKEY: They have already stated that
they plan to do surveillance on the pivotal
clinical data set. This applies to patients in
whom this will be implanted from here on. Is that
correct?

DR. COMEROTA: Right.

DR. ROBERTS Walt a mlnute, we are aeklng
them to follow all patlents that get thlS dev1cek
Il for five years?

DR. COMEROTA: That is cqrrecp,ew
_MILLER REPORTING COMPANY, “INC.
735 8th Street, S.E.

Washington, D.C. 20003 2802
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DR. LASKEY: :For,ClinicalgadVersegeVentsx
DR. ROBERTS: Oh, I don’t think that is

possible. I mean, you are saying that every single

patient that,thisﬂdeyiqgwgets put into from hereon
that they are going to étudy‘thosé”patienté?

DR. COMEROTA: INthink@phéttwhaptwgwhgygw
recognized, asﬂa‘medibaluprofession, is that as
time goes on after aorticMendografts have been
implanted there is an[inc;eaginé numberyof patients
developing complications. I think it is our
responsibility;to ideﬁtify’those_patients,‘prqtgctk
them from,thqse,compliCa;ionstgqgwpgtguantifyyit
for any future devices coming on the market.
Hence, the reason for the condition.

DR. ROBERTS: Well, I can’t vote for that.
I mean, that could bewhundreds,ofmpatients that you
are asking the sponsér to spend( YOu know,_hundre@s
and thousands or millions of dollars trying to
follow. I mean, it is very appropriate.I;think to
follow the patients_thatuhavgﬁalggady been enrolled
in the study, and I would even suggest the ones
that were additionally enrolledmin‘the,study, But
to follow every patlent that gets thlS dev1ce,,I‘
ljust don’t think that is practlcal TR -
DR. AZIZ: Isn’t that done for heart

MILLERHEEEQBTING;CQMEANY:fiNC?
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valves and pacemakefs§

DR. COMEROTA% ‘It“iéwh§t uniqﬁe;k We ére
not precedent setting. Tt is following precedents
for other implantableidevices.

DR. ZUCKERMAN: Let me give a point of
clarification. To follow every patient who gets a
chronic implant for five years post FDA approval
would be quite precedent setting.’ Again, the way
that FDA looks at a conditions of approval study or
ifa postmarket s;udy really isuwhét is the scientific
question that we dre trying to answer, amd thenm to. .

try to deyelopha gqmple size“apdha_hypothesiS'to

answer that question,‘as opposed to, you know, just
looking at the whole universe.

DR. LASKEY: Well, we can
agree we need survival,status,cvér;th§ £ij¢-year
interval. Is that correct?

DR. COMEROTA: Let me try to clarify this.
My intent is that we, as clinicians who implant any
device or take care of any patients,»negd”to,fgllow_
our patients properly. I don’t necessarily mean to
shift that onus onto;someone else, other than our
own shouiders. Perhaps the message that ought to
be conveyed is that once thlS dev1cé,yqrwapyH m‘

endograft, is 1mplan;ed these patients need careful
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[follow-up over prolonged periods of time with

appropriate imaging studies._’Perhaps Ikdidn't word
the conditions properly.
DR. PERLER: I misunderstood the =~~~

condition. I thought you were referring to the

I problems with_accoﬁmbdating your‘condition,is_that

often the physician placing the device is not going
to be the physician fpllowing the:patieqt ;Qng

| term. I think this is not only a logistical and
economic challenge foi‘the,spohsofﬂbﬁt it aléo;is
going to be for the physician who places the
devices. I agree with Anne, I don’t think it is

| doable.

DR. COMEROTA;ﬂ‘th,iS”§Oing to take that
responsibility? Would you argue that it needskto
be done, Bruce? |

DR. PERLER: Oh, I agree and I try to do
it with my patients and communicate what I think
needs to be done when those patients are not being
followed by me. I think we certainly can urge the
company to 1nform thdse practltloners p1a01ng
dev1ces that they need to follow the patlents or 1f
they are not, to communicate what needs to be done
to the patient’s priqa;ywphysic;én.v ”;
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1 ~DR. COMEROTA: Well, I will tell you that
"y 2 |the institution where I currently reside--I am

3 |impressed that your initial observation is true
4 Jthat primary referring physicians fall down
5 ||significantly. I will also tell you that there is
6 |a responsibility that is assumed by the physicians
7 |who put the device in to make sure that those
8 follow-up visits are properly performed ,,Andr_i
9 fwill also tell you that there are graft related
10 |[|problems that have been iden;iﬁie@kigmgsymptomatic

11 patients over long-term follow-up becausekof this

12 |dogged pursuit of good follow-up. So, whose

13 |lresponsibility is that? I am not,necesserily

14 ||trying to shift the responsibility from the

15 |lphysician, but I am saying that it needs to be

16 | done, especially in devices such as this that have
17 ||been demonstrated to increase problems over time.

18 Somehow, I think, we need to integrate

19 that into a recommend.-/Now, it may not have to be
20 ||the responsibility of the manufacturer, but it has
21 [ to be one of the patient care provider's |

22 nresponsibilitiesr | ’ |

23 DR. ZUCKERMAN: Let me interject here.

24 fUsually the way thet;thqsewpeinremere brepghtkinto

25 |a recommendation is through adequate labeling, both
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in the IFU and the patient labeling, and also’ 
perhaps an appropriat§ design of a postmarkétﬂstudy
that can answer spe01f1c 801ent1f1c questlons But

there is a line where the notion of profe851onal

Jresponsibility for physicians still has to be

accepted. The agency has to be cognizant that it
can’t replace the role of physicians.

DR. LASKEY: Itqié interesting that at the
outset of this meeting the vefy first thingkwe
heard about was a large-scale registry in which
every patient with device imp}gnpgd’wQuld be
followed voluntarily, and so forth. So, there is
certainly a movement within the profession to
obtain long-term detailed follow-up with hundreds.
of data fields in these databases. So, I don’t
think this is very far off the’mark, but we are
aware of the onug put upon the‘third party.

DR. SIDAWY: iYes,'and I don’t think we.
should forget that since there are no such
devices, I think placing such a condition on the
sponsor will have a differential advantage or
disadvantage in marketing‘these‘deviCes. ,Wé Should’
strongly sugges?-tc,tbe~peqbléwwh9,§£¢@imp}anFiﬁ9,M
these devices, physicians, to récommend to thgﬁ_to
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voluntarily report to,sugh régistriesVand ask them
to follow these;patiehts,'but i.donftfthink We,
should place that condition;pnuthgwsponsor.

DR. LASKEY: As a conseqguence of this
discussion, are we mo&ingvtoWardska distillatiqnyof_
your first condition té,invblyemsuryiyal;pvgywﬁixwaN
years, or where are we going with this?

DR. COMEROTA§ ”Letvmthry to clarify that,
Warren. Perhaps it would be:be§; iangdeduin_a
labeling recommendation rathefvthaﬁ a conditionvar
approval. I think that wording épd that gUidgnqe
is very appropriate, and I would be very happy to
either modify’it‘or’wiﬁhdr§w the ¢oﬁdition;"I‘ |

DR. LASKEY: You need not withdraw it; you
can just apply it to labeling. That‘wquldwbeka
different condition, to have that language applied
to labeling. S | | |

DR. COMEROTA: I‘WOﬁld_SQHdeify that to
have the five-year fqlléw—up, a hiﬁi@um éf ar
five-year follow-up applied to a labeling condition
as a recommendation to physicians.

DR. LASKEY: Discussion on that?

DR. PINA: This;ishguppOSing that the
sponsor will continue following Fh?,P%ﬁi??Fs‘in the
pivotal trial?

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
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1 DR. COMEROTA: Right.

o DR. PINA: I mean, I would like to see the
3 | five-year data on the pivotal trial, both the
4 fcontrol group and the study group.

5 DR. ROBERTS: I think that is what the

6 [condition should be. | I mean, they have said that

7 Jthey will do that but it probably should come from
8 the panel as a conditiqnmthat they have to do that;

9 fthat there has to be a follow-up of the study

10 |patients over five years, with a :epdrt on a Yearly

11 fbasis regarding the appropriate parameters and,
12 Jpresumably, that is aneurysm rupture, adverse

13 jevents, endoleaks, increased size of the aneurysm,

14 jthose types of things. I think ;hat;it‘prpbably
15 Jlought to go into there.

16 I am a little concerned;Aqﬁité frankly;
17 {about this idea of somehowkputting in the iabéling
18 [that patients have to be followed’for five years

19 [with data collected, or something. I am not sure

20 flactually that is apprbpriate»ﬁqp$th§;labeling;, It
21 Jmay be something that;is more appropriate in the
22 jtraining, when thé“company gOesth_s§p_ng;h¢ir
23 Jltraining materials that'somethipgwshould‘be in

24 | there that is, you know, encouraged or strongly

25 {Isuggested that the,informapign_frqm;thgmpatients be

735 8th Street, S‘;'E;
Washington,; D.C. 20003-2802
(202) S46-6666.
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entered into the registry, or scmethigg aypngvthose
lines.

DR. PINA: Aétually in the patient
"brochure asngllMbquys¢wl,pginkf;b§,patients need
to be educated that follow-up is critical, and the
suggestion that follqw?up békdoné bykthekphysician.

DR. LASKEY: That came up with Julie’s

point in the patient infbrmapiQﬁMPECkagé;” We have

moved now to approvable with one condition, which
is that there be comprehensive mandatory five-year

follow-up in the pivotal c1inical dat§:set, to

“include not Jjust survival status but specific

radiographic information. Do you want to further
specify what that is,‘and are we going to write in
here CT, MRI? Where will We_stgp?

DR. FREISCHLAG: I would recommend for
this pivotal group that we put those in because,
obviously, we spent a lot of,time asking where
those were today, an&~i ﬁhink‘this‘wduld,be great
and make a lot of us, especially me, feel good. If
we did specify we want CT scans and KUBs in these
patients really for ﬁive.years, it certainly would
make me feel good, and I think we also would get a

great data set.

DR. BAILEY: ﬁPexhabs we could add with

'MILLER REPORTING COMPANY, INC.
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appropriate attention to missing data and

I description thereof.

DR. LASKEY: Okay, we have approvable with
a single condition, comprehensive in its scope but
requiring five-year follow-up clinical and

actuarial. Is‘thatngreasqnablemgpproach?

DR. COMEROTA: For condition number omne.

DR. LASKEY: Well, we are folding number
two in. We are,foldihg the radioclogic information
into the follow-up information.

DR. COMEROTA: Actually no, my intent for
condition number two was that the treating
physician or the person responsible forkpapieﬁt
care provide an appropriate iméging modality to
identify aortic aneurysm enlargement, endoleak or
wire,fractunewatwlﬁﬁﬁpqﬁpxwﬁéxgwyears on an annual
basis. That would be included in the =
recommendations for use.

DR. NAJARIAN: I think it is somewhat too.
structured to rgcémmgnd_awtimejfréme? I think that
is something that could be put in the labeling or
even the training, that it is,highly reéommended
that patients be followeduwitthﬂBw%né_QigegﬁﬁﬂWW,_U-
one-month, sixfmonth‘andkthen,yearly baéis, and
leave it at that.

MILLER REPORTING COMPANY, INC.
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DR. COMEROTA: Okay, that is acceptable.

DR. LASKEY: Then let’s vote on the first

condition. Do we have consensus on the first ==

condition at least, which was the comprehensive
five-year follow-up for the pivotal data set?

Let’s see a show of hands.

[Show of hands]
All right, unanimous approval for the
| Eirst condition. Now, for your second condition, I
am a little unclear on themnétuyemgﬁWEhi§; 
DR. COMEROTA: 1In terms of part of the

labeling, the recommendations for use, Ken, did you

want to rephrase the condition?

DR. NAJARIAN: There are several things we

Jwant to put into the labeling. I don’t know that
those need to be conditionsiﬁwM§Ybé we could
discuss those. ,EverYbody brought up some pretty
good points on the labeling. One thing on the
“1abeling I think Tony is trying to get at is that
it is highly recommended that the patients have

adequate imaging follow-up, or suggésted‘at, you

know, one-month, sixjmgnth_QQQ_ygarly intervals,

and that follow-up should include CT and KUB. Of

physician and patients will be lost to follow-up.
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DR. COMEROTA: That worries me. I am not

Iso sure it should be at the discretion of the

implanting physician. You can’t just put a graft
in like this and say good-bye. We will see you
whenever we see you.

DR. NAJARIAN: But there is a . .. .. .
responsibility that we allfhave_aszhYSiCians; and
I don't think,you wanF to dictatéL¢1ini¢élwpfactice
oo how sempie follon theirs?atiéﬁﬁstwﬂbﬁ;mmu_w ERE

DR. COMEROTA: But you always dictate
clinical practice by the indications for use.

DR. LASKEY: I am not sure the FDA or we
can mandate any of this. ’

DR. COMERQTA;,‘Well, we are recommending.

DR. NAJARIAN: I understand what you are
trying to get at but, again, the purpose of thisk
committee is to decide,on\thewsgfe;y and
effectiveness, and that data is her¢ be£ore;usWnpw
and we have recommended a five-year follow-up pf
the patients in the pivotal study and that should
get us somewhere. |

DR. ROBERTS : Iif yQu'léok‘aﬁ the’labeliné,’
number three, under completion of the prQ§edure, it
says follow up,patieqts‘as qecessafy,tp‘prOVide
proper surveillance“Qf.long—term proéedufe of’the
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endoprosthesis procedure and status of the .
aneurysm. Annual CTs and various views of x-rays
may be used for such surveillance. I think that
that sort of almost gets,it, but”;Lth;nk’i;’hgs tQ
be stronger and that instead of follow up patients,
it should be something like patients must undergo
surveillance of the long-term performance of the
endoprosthesis. The FDA will‘pfobably wotk that
language, but I thinkfthatwwhaﬁ_waﬂneedwtO_uu
recommend is that it really be forcefully indicated
in the label that theseWpatiénts need,to\undergo
follow-up on an annualkaSis;‘“

DR. COMEROTA: And, I am not suggesting

the imaging modality. 1If, four years out, the

patient has a cardiac cath and there is an IVUS

being passed and you can look at the graft with the
IVUS in the process of doing the cardiac cath, that

is great; that is good imaging modality and it may

be appropriate. We don’t know what ultrasound will

be. We don’t know what MRA or MRI will be in the
future and they may be/approprigﬁe.V_Sq,'we ate>th
dictating the‘imaging modality. i am énly
suggesting that these patienps‘need to;be 
objectively follqwed §ﬁ é_f@ﬁﬁine:bééiSffdt‘ﬁhe 
long term. s k :
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DR. WHITE: I am really afraid we are

:’ H

'  é] overstepping our bounds. I,thinkfI,WduLd_nqt_lik@u_
3 Jto have my practice regulated‘by>aﬁ(indicatianfork
4 Jluse. I would not like to have a plaintiff attorney
5 |running around saying, Dr. White, why didn’t you
6 “follow this? Why am Ijre5p0nsible_for,thewguy‘who
7 J|leaves my territory or goes som¢c§;acé élsé? k
8 I am not arguing with what you are saying,
9 | Tony, as being good clinical praéticepbut I think
10 that putting it down in an indicaticnufor,use'is
11 |probably not the right way to get physicians to do
12 [it. o |

13 DR. ROBERTS: It is already in there,

14 | Chris.

15 DR. WHITE: Required to be followed?

16 DR. ROBERTS: Well, read number three,

17‘ indications for use, it basiqaily says that. We
18 Jare just saying it needs to be a@little;stronger.
19 DR. LASKEY: We may not then need to make
20 [[this a condition. I don’t know what you think, Dr.
21 | Zuckerman, but it doesn’t sound like there is

22 |enough oomph here to‘méke;ﬁhis a g§pdit%9p; If it
23 |lis a fine-tuning of the'langﬁaée; i Queésuthét;is

24 | something we can live with.

25 DR. ZUCKERMAN: ,YesQQYoufknow,“ongff 
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be that the FDA”WOuld“sefibﬁsiy look and the
sponsor would serlously look at all. the 1abe11ng
comments suggested both during ﬁhls presenﬁ
discussion and the’priorrdiscussions'regarding
fine-tuning ofkthe indications etc.

DR. SIDAWY: Mr. Chairman, I would like to
recommend that the FDA look at the language that
they have for other manufacturers and use the same
language for this one.

DR. LASKEY: :Again,“tha;_néed not be a
condition. I think you can do that off line. I
think we simply have one condition on this motion,
which at the present time makes life easy.

DR. FREISCHLAG: I would like to make a
suggestion which is a[littlégbizarre. Could a
condition be;that those 4QkCTﬂsqan§fﬁhat’we,know;‘
exist, that we know were mailed, can they be
reviewed and that data reported to us so that we
get the 1967? Iuthink,shé gave me é‘Qiha§Q wheniéhe
said that it is not normal to do that but they have
the 40 scans; they just didn’t like the way they
looked. Can’t they reprocess? They are all on
computers. They can be re-looked at. jI'haVQ\a
feeling they:all coulﬂ-dqythat témorrOWjif‘we asked
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them, and that would makemmegﬁeqlhgreat. So, I

Jwould like to make a condition that the 40 CT scans _

that we know were mai;eéwté_glgxglaﬁdwb%wﬁﬁViéwe@wwaw
and that data given to us on endoleaks.

DR. LASKEY: Or given to the FDA. That is

inot unreasonable to complete the data set.

DR. ZUCKERMAN: No, frequently that is
requested by the panel if the data are available.
DR. LASKEY: Can we vote on the second

condition? Actually, the motion was made for a

pcondition, can I hear a second?

[The\motionmyég_du}y’secqnded]

All in favor of the second condition, that
being the acquisition of the outstanding serial CT
data? All in favor?

[Show’of hands]sy

Unanimous. Thank you. That is two
conditions;

DR. PINA: This,ispthe”time to enter a

third condition. I would like to move that the

physician education packet be amended to stress the
source of the mortality and the co-morbidities, and
to stress to,ﬁhgwprééticingkbrad#itionéf whd:is
inserting the graft that these patients need to
continue to,bemfollqﬁeé;ﬁétY”cioseIQNéither’by‘a
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ot

cardiologist or by their primary care physician,

but with close attention paid to the

N

3 [|co-morbidities, and that these items of close
4 follow up be added to the patienﬁ éduCationwbooklet
-5 Jlas well.

6 DR. LASKEY: It sounds reasonable.

7 Jfcertainly, theylatter}is easy to do, to fold that

8 Jinto the patient brock;hu:re_é\,,nvd,kII‘.l,;..-?t,;k_.,,!,!i,,,,i,,,k,,t,\«C‘learWs':l,bouwtgu_,,,,_.,w
9 ||[the follow-up with their doctor. I don’t kmow .
10 {about the first one though, hbw we'caanraft,thét
11 |language to basically be a diligent physician.
'12 DR. PINA: Weli, you may wént ﬁo ieave‘iﬁ

- 13 |Jlto the FDA to craft the language but I think the

14 [point needs to be madeuthét,;bﬁﬁmgrbiéi§Y andh

15 fmortality is not always direCﬁiy‘félaﬁetho’the

16 |graft itself but perhaps to the co-morbid

17 |conditions and that they cannot:be»oVerloled, So,
18 [they can certainly put,that in the physician

19 instruction. That;ig not,mandating pfééﬁiée; it is
20 recommendatign,‘not'mandating.

21 DR;ULASKEY: Dowwe;need‘tQ yQt@Mon-§his_f,W
22 jone? It is kind of soft. ,DO“YOuiWant'to makékit
23 formal?

24 DR. PINA: Yes, I want to make it formal.

© 25 DR. LASKEY: May I hear a second to Dr.
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Pina’s motion to institute language along the lines

;“of scrupulous attention to cardiovascular risk

factors follow1ng 1mp1antatlon°,

[The motion was duly seconded]

Thank you. All in favor?

[Show of hands]

Dr. Pentecost, no?

DR. PENTECOST: No.

DR. LASKEY:‘;Thank;you.‘VThat'is condition
three.

DR. AZIZ: Warren, let‘meﬁjust'ask a
question. Once those 40 scans are reviewed and you
find some disconcerting data, what happens?

DR. FREISCHLAG: The plah is that is not
going to happen. |

DR. AZIZ: Seriously)‘what do you do tﬁen?

DR. FREISCHLAG: They would probablykhave
to let us know about it.

DR. ZUCKERMAN: The usual tack that the
agency takes is that there'would beoan;internal‘
review. If the data are approprlate and consistent
with what has been discussed today, the agency
would‘probably'handle‘the Situation;internaily.

But if there are big problems that develop we

always have the optlon of going back to panel and
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discussing these data.

Dr. Laskey, on the 1astrmotion I’wasnft
sure of the vote, mot}onunumberfthfeéibyfoiéiﬁa.

DR. LASKEY: Condition number three, you
mean the language or the'VOté?”’”" |

DR. ZUCKERMAN: I am not sure that the
vote is a positive one. ’i’didn't;Seé‘éll‘hands up .

DR. LASKEY: We need to raise our hands
higher, folks.

[Show of hands]

That condition carries.

DR. ZUCKERMAN: Thank you.

DR. LASKEY: Additional conditions? We
have had it! I would now ask Dr. Harvey to restate
the conditions of approval in order to have the
panel make a final vote; : |

DR. HARVEY: All right, I will paraphrase
here. The first one was mandatory five-year
follow-up on all thevpatients in,the‘pivotal study
cohort. = |

DR. LASKEY: ;ReQOmméndwapbroval with the
following conditionsn |

DR. HARVEYS‘iRight,V

DR. LASKEY: Number one?

DR. HARVEY: The first condition was

; MILLER‘ngoRfiNG CoMPAN§;“1Nc,'f
735 8th Streef, S.E. T

Washington, D.C. 20003-2802
- (202) 546-666




599

S 25

10

11
12

A3

14

15

16

17

18

19

20

21

22

23

24

279
mandatory five-year foliow-up on all thekbétiénts
in the pivotal study cohort. The second condition
was to obtain the outétahding'infdrmatidnyén!the 40
CTs. That information should be submitted to FDA,
reviewed and reported to the panel. The third
condition was that thekIFU_shouldﬁstress]the”,,
sources of co-morbidities and mortality, and that
the patient labeling or brochurekshoulinnglude;;
this information as well.

DR. ZUCKERMAN: Let me ask one guestion.
On condition number two, is it_that,the 4O CT data
should be bbtained andfréviewed, notﬂneqessarily
brought back to panel unless major questions arise.

DR. LASKEY: Right.

DR. HARVEY: 'So to clarify it, it should
be brought back to the agency andﬂféViéwed;by the
agency.

DR. NAJARIAN%  i juét’hafe‘a gquestion. As
far as conditions, did we address in ﬁhe‘condition
the external iliac artérY“size,’éhaishouid ﬁhét be
a condition? That is in the label?

DR. RQBERTS;i~Yes. I WQ#ldnft‘makemthat'a,
condition bUt_definitely‘I“think §h¢ FDA h§$;ﬁEardk
the concern about the‘iliéé——'” T S

DR. LASKEY: Recommendation that the
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dimensional data be“pﬁt in;_,‘

DR. ROBERTS: Yes, and I would, just so it
doesn’t get lost, also recommend--and I am not
going to make this a‘eonditien fer approval but
also recommend that the patlent brochure really
indicate to the patlents the fact that there may be
follow-up that needs to be done in terms of 1mag1ngk
follow-up but then also perhaps 1n terms of therapy
so that they don’t have a false idea of what they
are getting into.

DR. HARVEY: So, based on those three
conditions and the motion for approvable with those
conditions, we can now take a vote.

DR. LASKEY:':We will do a showiof”hands'
and then we will go around and we will adjourn.

Can we have a show of hands to support the
recommendation to approve with those three
conditions?

[Show of hands]

DR. HARVEY: If we could go around the
table and hear the person’S'vote and their reason
for that vote. |

DR. AZIZ: I think the device has been

shown to be safe, but I do have some concerns about

the 40 patients that were missing but I think now

MILLER REPORTING COMPANY TING
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that the data will be:proﬁided”eha icckeafeﬁ; and
could influence what'EHeMFDA'reccﬁmEﬁds iLfeelm
satisfied to approve it with conditions.

DR. COMEROTA: The reason for my vote was
based upon 19 centers, 19 investigators implanting
the device with 100 percent success rate; no
aneurysm rupture in follow-up, no conversions in
the first two years,uand,only‘threeecQQVersiQns
thereafter, translating to less than 1.5 percent
| conversion rate in more than two years;
significantly,fewer eaVerse1eventspﬁhéﬁkcperéted”uw
patients in this prospective trial. While bothered
by less than 100 percent follow-up cf CT scans,
realizing that many pfospectiVe randomiéedmtrials,
when imaging modalities are ﬁsed as an endpoint,

oftentimes there is sbmewhere between a 20-40

percent drop-off rate in evaluable imaging

modalities over time. So, this seems to fit with

what we have seen in the llterature, and I thlnk

JJthe bottom line is this device is good for

patients.

DR . PENTECOST?”wawéﬁlamsﬁbpcrt”this“eﬁd
echo the sentiﬁent very confidently that I think
this is,a‘gOOd”deViCé&fbffﬁéEiéﬁtsf:‘i Ehfﬁk‘Wé 

have heard a.lot about‘enddleakswahd”aISO‘the
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dynamics of aneurysms*after'ﬁhéy have"béeﬁ‘stented”‘

f over the last five years. So, I think we can be

excused for not having thought of all these
criteria up front, but we don‘t have any excuse for
it now and I think we need to be very scrupulous in
the way we follow patients with endoleaks over
time. The agency should insist on that, and we
should also loock very:caterliyﬂét tHéfdyﬁamids,'“
the measurements etc. of the aneurysmal sac which
persist after théée aie‘in plaée,‘

DR. BAILEY: ;I[vcted fgr;approva1:““1
believe this device d@eg reppesent‘atuSQfUIVthioﬂ
for patients based on the data thétvhavekbeen‘
presented; that there are fewer aéﬁté:prbbiems than |
with surgery. I think the efficacy‘issué’aﬁd,What
the number is, is not a trivial issue but I think
despite the presentation which Iithink’dduld have
been a lot clearer, there is significant evidence
of reasonable efficacy. I dén’tlthiﬁk ifwis,faif"”
to say it is 80 percent but I think it is

reasonably high. So, almost sort of despite the

[[confusing presentation, I think there is a good

product there. I would just encourage a more clear
presentation of the efficacy data which I do think

is important.
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DR. SIDAWY: I voted affirmatively because

I felt that this device will give a good option to
the patient. It has some characteristics in ease

of deployment that may differentiate it from other

devices available. My concerns were related to the

absence of the CT scahs and’the conditionrthat‘we
voted on satisfies thét and, therefore, I voted
affirmatively on this device.

| DR. FREISCHLAG:[ Ditto. I voted yes for

similar reasons as Tony, and have confidence that

the follow-up will be excellent by the Gore company

for us to learn more about how aneurysms change
over time. I think that is whaﬁ Qe have leéfﬁed
from the last two years when these devices have
been approved. There*i5 3 l9tMm9F§p§@§§L9°?$_¢n 
after the device is put in and before the device is
put in, and we just nged’to,pgykatpention.

DR. NAJARIAN: Yes, I voted for approval

with the conditions. I think the sponsor has done

a very good job of showing us that this is a safe
and effective device even though_we'have'had some
difficulty with the'Sﬁatiéti¢S}'”I}émfﬁbEVSute ikW
remember which one is;the;nUﬁerath or £hé "k
denominator anymore; I have to review that when I
get home. But I think it ié'probabiy‘gcing'toybe a
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very good device and very applicable in this
patient population.

DR. ROBERTS: I voted for approval because
I am also impressed with the ability of thé
operators to get the,dgy;qgm;n“plaCé’in'éil'df"the“
patients, as well as the safety profile of the
device compared to the control, andnltthinkkthat,
hopefully, with good follow-up we won't be'
disappointed with our vote.

DR. PERLER: "'Well, I voted for approval .
Based upon_my;¢1ini¢altéxpéri§nggféﬁd béséa"up6h
the data presented today, I am,con?iand;thiskis a
safe and effective device. The fundamental

question for me is very simple, would patient care

|be advanced by approval of this device or

rejection, and I think that is a very'eaéy'
question. I think it is going to be advanced and
that is why I voted that way.

DR. WHITE: Too late tbﬁchangé9

{Laughter]

I find myself in the pos1tlon of mlnorlty
I know that this is a good dev1ce ‘and I know that
it has been implantedtwith tremendous success. In
fact, I am always susplclous about‘lco percéﬁt:’WH
success. Be that as it may, I don t think 1t met
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1 |the criteria for the approval ana there:had”to”béHa 

2 reasonableness of efficacy, and'i'béliaﬁe‘fhatwjust
3 jjon the face of the data the reasonableness of
4 fefficacy was not shown and so I VOtéd no.
5 DR. PINA: I think that keeping older
6 ||patients away from surgery that very often brings
7 Jother compllcatlons is a good thlng So, I think
8 Jjthat overall this is g01ng to add to the patlent
9 Jcare in this population that tends to be more
10 jfrail, and the ability to get them up and moving
11 Jlearlier and:getting thgm‘baquto4thg;;w§§gular
12 Jactivities is a benefitﬁ“ I havefbgenKCQhCerned, as

13 |Dr. White has been, with the missing CT scans and,

14 jhopefully, with our conditions these will be met
15 {land, hopefully, better phy51cian’énd pétientk |
16 jeducation as well.

‘17 “ DR. LASKEY: Thank you, colleagues. Any
18M final words from Mr. Dacey and Mr. Balo?
19 MR. DACEY: No.
20 MR. BALO: I really think;“ from my

21 |perspective, you know, we spent a lot of time going
22 fthrough a lot of details and"tfyinéktoyget'a bettéf
23 clarification”Ofvthe\dété;‘bﬁt'deofagréé'With what

24 |was said today, that the spbhécr"hés'doné‘an”

ﬁ h“§§ outstanding job not only f0110w1ng“ﬁp“f&i“ié“ﬁaﬁths'”
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-1 fbut actually going out to 24 months, and taking

fwfi‘_'i n2 into consideration'soﬁenofkthe cOnQernSJWhibh‘have
” o 3 [[just been brought up about the grafts and things

4 that occur after they:are implanted; So, I think

S Jalso that what Dr.‘PinaisaidsrélatiV¢;tQ people

6 ||being ambulatory, spending'timé*iﬁ‘the TCU“éhd just“

7 J|better healthcare forfthe“patient‘overall,’I“

8 Jbelieve this device will be able to provide that

e}

for patients.
10 DR. LASKEY: Thank you. Our appreciation
12 (very much, gentlemen, and to the FDA support staff.

13 DR. HARVEY: I would just like to make a

~ﬁ14f’point of clarification. The talk that was
15 scheduled'by‘FDA’S'Of%ibeﬁdf,Sﬁfveiilaﬁée;and'
16 |Biometrics at 4:30 has been moved to tomorrow’s
17 Jlagenda.
18 " DR. LASKEY: ’ VWé‘“aj5é ”acijcnlrile(i.
19 [Whereupon,‘at‘6:25”pfm);“the“prOééedings
20 were recessgsed, to resﬁme,at;szoo‘a.m., Tuesday,
21 jSeptember 10, 2002.]

22 —
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